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R F M A q K |S 

Entry of the foregoing and further and favorable examination of the subject 
application on the merits are respectfully requested and such action is earnestly solicited 

Claims 65-94 are currently pending in the present application. By the present 
-endment, claim 65 has been amended to delete the recitation of "monoclonal" and to add 
library," in step (A) and to change "the" to "a" in step (C). Support for this amendment 
can be found, at least, in claim 1 w^n,, 

Applicant, note that Claim 65 has been amended according to 4. Emminer . s 
suggestion in a telephone interview with Applicants' representatiye on Wy 

Applicants gratefully acknowledge the courtesy shown by ^ Examiner „, 
Apphcan^ undersigned representatives in tekphone conversations on January 6 and 7 
2002. During these Wephone conversations, the Examiner indicated her concern with the 
rec.tat.on of "monodon*,- antibody iibrary in step (A) of data ! . Without conceding to 
*. men* of this argument and soieiy in an effort ,0 expedite prosecution, Cain, 65 has 
*- amended as agreed berween fc Examiiw ^ ^ 

W*. the reckon of "tnonodonaT in step (A). However, in the interest of assisting 
the bxaminer tn the understandine of the dm, „i„- a ■ 

. . - . . g °' "* P res «°ay banned invention. Applicants wish to 

clanfy the issue concerning "monoclonal antibody libraries." 

Firs,, ApP«cantsrespectfu U ypoi W „„,,hat E xan T le6of m e S pecfficationre,a tt s,o 
*e selection of three different antibodies to tumors frotn melanoma patients . The JT 
express^ one of these antibodies was initially a, a frequency of 1 per 10 tnilUon clones. 
After three rounds „, selection via the presentiy claimed invention, Otis fluency was 
™! ti> : per 10,000. The 10 minion Cones expressing antibodies constitutl a 
monoclonal antibody library. 

Moreover, the language of tire claim, which is dire^ed toward the selection of an 
monoclonal antibody or antihnHv fro^ . wcwionoran 
ooy antibody fragment, necessarily implies that the initial library must 
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con,ato such element. Thus, ft. initial library caa be cohered a monodonal amibodv 

library or fragment library. 

Finally, Applicants note that monoclonal antibody libraries are well-known in the 
art. In particular, the publications previously cited in the prosecution of this very 
application, notably the Cai publication (PNAS 92:6537*541 (1995)) describes the use of 
monoclonal antibody libraries to isolate particular monoclonal antibodies. Applies also 

submit herewith five review abstracts (Exhibits for inW^, . 

demonstrating that monoclonal antibodies libraries are known in the art: 

(Ex. 1) L.J. Garrard and E, A. Zhukovsky, "Antibody Expression in bacteriophage 
systems: the future of monoclonal antibodies? " Curr. Opin. Biotechnol 3(5)474- 
80 (1992). 

(Ex. 2) M.A. Persson, "Combinatorial libaries" Im . Rev. Immunol. 10(2-3W53- 
64(1993). ' 

(Ex. 3) R.J. Owens and R.J. Young, "The genetic engineering of monoclonal 
antibodies" J. Immunol Methods 168(2); 149-165 (1994). 

(Ex. 4) B. Rapoport, et ah, "Combinatorial libraries: new insights into human 
organ-specific autoantibodies" Immunol. Today 16(l):43-9 (1995). 

(Ex. 5) D.L. Siegel, "Recombinant monoclonal antibody technology" Transius 
Clin. Biol. 9(l):15-22 (2002). 

cond f *T f ° reSOilie ** m ** ^ t0 Pkce ~on in better 

c^on for examination and to assist the Examiner in the understanding of the presently 
claimed invention. A favorable action on the merits is respectfully requested 
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cAarge the fees to Deposit Account No. 02-4800. 



In the event that the Examiner has 
the undersigned at her convenience. 



any outstanding issues, she is invited to contact 



P.O. Box 1404 

Alexandria, Virginia 22313-1404 
(703) 836-6620 

Date: January 10, 2003 



Respectfully submitted, 

Burns, doane, Sweckbr & Matkis, L.l.P. 



Jennifer Top; 
registration No. 50,435 



™iler,Ph.D. V 
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Attachment fo A mendment unri Prniv *»t~* T^ l i nrT n ?m 

Marked-up claim 65 

65. (Amended) A method to acquire a monoclonal antibody or scFv/Fab 
fragments thereof against a target structure comprising the steps of: 

(A) exposing a first mounted tissue to an initial [monoclonal] antibody lifc^ or 
scFv/Fab fragment library; 

(B) emting directly from me ^ mounted , issw ^ 
unbound elements comprise a first enriched library; 

(C) recovering a second enriched library comprising bound elements by cleaving 
<ne bound elements from the first mount* tissue such that [the] a monoclonal antibody or 
scFv/Fab fragment thereof remains bound to the first mounted tissue; 

(D) amplifying either the first or second enriched libraries; 

(E) repeating steps (A, to (B) ,0 negatively enrich the unbound dements of the 
firs, enriched library or repeating steps ( A) to (C) to positively enrich the bound eiements 
of the second enriched library; 

<F> exposing the negatively or positively enriched elements of step (E) to a 

mounted risen*- 



second mounted tissue; 



<B» eluting directly to, the second mounted tissue unbound elements from the 

(H) recovering a fcurth enriched library comprising second tissue section bound 
— «. by cleaving tire bound elements from die second mounted tissU e such tha, the 
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anodort antibody or scFv/Fab ftagmem a*™, [cmains ^h,^ ^ 

tissue; and 

(I) isolating an individual element from either the third or fourth enriched 
libraries, wherein the individual element is the monoclonal antibody or the scFv/Fab 
fragment thereof. 
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